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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [wherein Y = (CH2)n; n = 1-3; A = NR-(C:Z)-R I ; 

NR- (C : Z) -NR ' R 1 ' , or CZNRR ' ; Z = S, O; R, R'' = independently H, alkyl; 
R' = alk(en/yn)yl, cycloalkyl, cycloalkylalkyl , hetero/aryl, 
hetero/arylalkyl; X = N; NR1; Rl = H, cyclo/cycloalkyl/alkyl , 
hetero/aryl, hetero/aroyl , hetero/arylalkyl; R2 = 
cyclo/cycloalkyl/alkyloxy; with provisos; their enantiomers and 
diastereomers, and their addition salts with a pharmaceutical^ 
acceptable acid or base] were prepared as melatonin receptors ligands. 
Six biol. tests are given. For instance, reacting II»HC1 over 
Pd/C in the presence of TEA/ toluene, followed by treatment with MeNH2 , 
containing 40% water, gave isoquinoline III. Ill displayed Ki values of 
9. 12*10-9 M and 2.16»10-9 M for the binding to MT1 and MT2 
melatonin receptor in an assay using 2 - [1251] -iodomelatonin as 
radioligand. I acted powerfully on the circadian rhythm via 
melatoninergic system (no data) . I are useful for treating 
melatoninergic system related diseases. 

IT 773897-16-8P, 4- (6 -Methoxy-4 -isoquinolinyl) -N-methylbutanamide 
773897 -18 -OP, N- [2- ( 6 -Methoxy- 1 , 2 , 3 , 4 -tetrahydro-4 - 
isoquinolinyl) ethyl] acetamide hydrochloride 773897 -19 -IP , 
N- [2- ( 6 -Methoxy- 1, 2 , 3 , 4 -tetrahydro-4 -isoquinolinyl) ethyl] propanamide 
hydrochloride 773897 -20-4P, N- [2- (6 -Methoxy- 1 ,2,3,4- 

tetrahydro-4- isoquinolinyl) ethyl] cyclopropanecarboxamide hydrochloride 

773897- 21- 5P, N- [2- ( 6 -Methoxy- 1 , 2 , 3 , 4 -tetrahydro-4 - 

isoquinolinyl) ethyl] cyclobutanecarboxamide hydrochloride 

773897-22-6P, N-[2- ( 6 -Methoxy- 4 - isoquinolinyl ) ethyl] acetamide 

hydrochloride 773897 -23 -7P, N- [2- (6 -Methoxy-4 - 

isoquinolinyl) ethyl] propanamide hydrochloride 773897 -24 -8P , 

N- [2- (6-Methoxy-4-isoquinolinyl)ethyl]butanamide hydrochloride 

7738 97 -25- 9P, N-[2- (6 -Methoxy-4 -isoquinolinyl) ethyl] cyclopropa 

necarboxamide hydrochloride 773897 -26 -OP , 

N- [2 - (6 -Methoxy- 2 -phenyl -1,2,3,4- tetrahydro-4 - 

isoquinolinyl) ethyl] acetamide hydrochloride 773897 -27 -IP , 

N- [2- (2-Benzyl-6-methoxy-l, 2,3, 4 -tetrahydro-4 - 

isoquinolinyl) ethyl] acetamide 773897-28- 2P, 

N- [2- [2- (3-Formylphenyl) -6-methoxy-l , 2 , 3 , 4 -tetrahydro-4 - 

isoquinolinyl] ethyl] acetamide 773897-29- 3P, 

N- [2- ( 6 -Methoxy-2 -methyl- 1, 2 , 3 , 4 -tetrahydro-4 - 

isoquinolinyl) ethyl] acetamide hydrochloride 773897-30-6P, 

N- [2- [2- (Cyclopropylmethyl) -6-methoxy-l , 2 , 3 , 4 -tetrahydro-4 - 

isoquinolinyl] ethyl] acetamide hydrochloride 773897-31-7P, 

N- [ (6 -Methoxy- 1,2, 3 , 4 -tetrahydro-4 -isoquinolinyl ) methyl] acetamide 

hydrochloride 773897 -32 -8P , N- [2 -( 6 -Methoxy-4 - 

isoquinolinyl) ethyl] acetamide 773897-33 -9P, 

N- [2- (6-Methoxy-4-isoquinolinyl) ethyl] butanamide 773897-34-0P 
, N- [2- (6 -Methoxy-4 -isoquinolinyl) ethyl] propanamide 
773897-35-1P, N- [2- ( 6 -Methoxy-4 -isoquinolinyl) ethyl] cyclopropa 
necarboxamide 773897 -36 -2P , N- [2- ( 6-Methoxy -2 -phenyl -1, 2,3,4- 
tetrahydro-4- isoquinolinyl) ethyl] acetamide 773897-37-3P, 
N- [2- [2- (Cyclopropylmethyl) -6-methoxy-l , 2 , 3 , 4 -tetrahydro-4 - 
isoquinolinyl] ethyl] acetamide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(melatonin receptor ligand; preparation of isoquinolines for treating 
melatoninergic system diseases) 
RN 773897-16-8 CAPLUS 
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CN 4-Isoquinolinebutanamide, 6 -methoxy-N-methyl - (9CI) (CA INDEX NAME) 




OMe 



RN 773 897-18-0 CAPLUS 

CN Acetamide, N- [2- (1,2,3, 4 -tetrahydro- 6 -me thoxy- 4 -isoquinolinyl) ethyl] -, 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 773897-19-1 CAPLUS 

CN Propanamide, N- [2 - (1,2,3 , 4 -tetrahydro- 6 -methoxy-4 -isoquinolinyl) ethyl] - 
, monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 773897-20-4 CAPLUS 

CN Cyclopropanecarboxamide, N- [2- (1 , 2 , 3 , 4 -tetrahydro- 6-methoxy-4 - 
isoquinolinyl) ethyl] - , monohydrochloride (9CI) (CA INDEX NAME) 
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• HC1 

RN 773897-21-5 CAPLUS 

CN Cyclobutanecarboxamide, N- [2- ( 1 , 2 , 3 , 4 -tetrahydro-6-methoxy-4 - 

isoquinolinyl) ethyl] - , monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 

RN 773897-22-6 CAPLUS 

CN Acetamide, N- [2- (6 -me thoxy-4 - isoquinolinyl) ethyl] -, monohydrochloride 
(9CI) (CA INDEX NAME) 



Searcher : Shears 571-272-2528 



10/820904 




• HC1 



RN 773897-23-7 CAPLUS 

CN Propanamide, N- [2- (6-methoxy-4-isoquinolinyl) ethyl] -, 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 773 897-24-8 CAPLUS 

CN Butanamide , N- [2- (6-methoxy-4 -isoquinolinyl ) ethyl] -, monohydrochloride 
(9CI) (CA INDEX NAME) 




• HC1 



RN 773897-25-9 CAPLUS 

CN Cyclopropanecarboxamide, N- [2- (6-methoxy-4-isoquinolinyl) ethyl] -, 
monohydrochloride (9CI) (CA INDEX NAME) 
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• HC1 



RN 773897-26-0 CAPLUS 

CN Acetamide , N- [2- (1, 2 , 3 , 4 -tetrahydro-6-methoxy-2-phenyl-4- 

isoquinolinyl) ethyl] - , monohydrochloride (9CI) (CA INDEX NAME) 



AcNH-CH2-CH 2 




OMe 



• HC1 



RN 773897-27-1 CAPLUS 

CN Acetamide, N- [2- [1 , 2 , 3 , 4 -tetrahydro-6-methoxy-2 - (phenylmethyl) -4 
isoquinolinyl] ethyl] - (9CI) (CA INDEX NAME) 




Ph- CH 2 



RN 773897-28-2 CAPLUS 

CN Acetamide, N- [2- [2- (3 -f ormylphenyl) -1,2,3 , 4 -tetrahydro-6-methoxy 
isoquinolinyl] ethyl] - (9CI) (CA INDEX NAME) 
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CH 2 -CH 2 -NHAc 



MeCX 




RN 773 897-29-3 CAPLUS 

CN Acetamide, N- [2 - (1,2,3, 4 -tetrahydro-6 -methoxy- 2 -methyl -4 - 

isoquinolinyl) ethyl] - , monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 773 897-30-6 CAPLUS 

CN Acetamide, N- [2- [2- (cyclopropylmethyl ) -1,2, 3 , 4 -tetrahydro-6 -methoxy 
isoquinolinyl] ethyl] - , monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 7738 97-31-7 CAPLUS 

CN Acetamide, N- [ (1, 2 , 3 , 4 -tetrahydro-6 -methoxy- 4 -isoquinolinyl) methyl] 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 
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RN 773897-32-8 CAPLUS 

CN Acetamide, N- [2- (6-methoxy-4-isoquinolinyl) ethyl] - (9CI) (CA INDEX 
NAME) 




RN 773897-33-9 CAPLUS 

CN Butanamide, N- [2 - (6 -methoxy-4 -isoquinolinyl) ethyl] - (9CI) (CA INDEX 
NAME) 




RN 773897-34-0 CAPLUS 

CN Propanamide, N- [2 -( 6 -methoxy-4 -isoquinolinyl) ethyl] - (9CI) (CA INDEX 
NAME) 




RN 773897-35-1 CAPLUS 

CN Cyclopropanecarboxamide, N- [2- (6 -methoxy- 4 -isoquinolinyl) ethyl] - (9CI) 
(CA INDEX NAME) 
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Y 




OMe 



RN 773897-36-2 CAPLUS 

CN Acetamide, N- [2- (1, 2 , 3 , 4-tetrahydro-6-methoxy-2-phenyl-4- 
isoquinolinyl) ethyl] - (9CI) (CA INDEX NAME) 




Ph 



RN 773897-37-3 CAPLUS 

CN Acetamide, N- [2- [2- (cyclopropylmethyl) -1 , 2 , 3 , 4-tetrahydro-6-methoxy-4 - 
isoquinolinyl] ethyl] - (9CI) (CA INDEX NAME) 
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erythromycin antibiotics 
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Sergio; Marchioro, Car la; Merlo, Giancarlo; 
Mingardi, Anna; Niccolai, Daniela; Paio, Alfredo; 
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Glaxo Group Limited, UK 
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Searcher : Shears 571-272-2528 



10/820904 



CN, substituted alkyl ; Rl is alkyl, alkenyl; R2 is H, hydroxy 
protecting group; R3 is H, halogen, and pharmaceutically acceptable 
salts and solvates thereof, to process for their preparation and their use 
in therapy or prophylaxis of systemic or topical bacterial infections 
in a human or animal body. Thus, (11S, 21R) -3 -decladinosyl - 11 , 12- 
dideoxy-6-0-methyl-3-oxo-12 , 11- [oxycarbonyl- (cyano) - 

methylene] erythromycin A was prepared and tested as antibacterial agent 
against Streptococcus pneumoniae and Streptococcus pyogenes (MIC 
< 1 ug/mL) . 
IT 439102-96-2P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of lactone ketolide macrolide erythromycin antibiotics and 
their use in therapy or prophylaxis of systemic or topical 
bacterial infections) 
RN 439102-96-2 CAPLUS 

CN 4-Isoquinolineacetamide, N- [ (3aS, 4R, 6R, 8R, 9R, 10R, 12R, 15R, 15aS) -15- 
ethyltetradecahydro-8-methoxy-4, 6, 8, 10, 12 , 15a-hexamethyl -2 , 5,11, 13- 
tetraoxo-9- [[3,4, 6 -trideoxy-3 - (dimethylamino) -p-D-xylo- 
hexopyranosyl] oxy] -2H-furo [2 , 3 -c] oxacyclotetradecin-3 -yl] -6,7- 
dimethoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 




Searcher 



Shears 



571-272-2528 



10/820904 



REFERENCE COUNT: 



THERE ARE 6 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 



L5 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1989:23726 CAPLUS 
110 :23726 

Preparation of heteroaromatic amine derivatives of 
isoindoles and isoquinolines for treatment of 
heart insufficiency and ischemic heart diseases 
Bomhard, Andreas ; Heider , Joachim; Psiorz , 
Manfred; Hauel, Norbert; Narr, Berthod; Noll, 
Klaus; Lillie, Christian; Kobinger, Walter; 
Diederen, Willi 

Thomae, Dr. Karl, G.m.b.H., Fed. Rep. Ger. 

Eur. Pat. Appl., 86 pp. 

CODEN: EPXXDW 

Patent 

German 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



EP 


269968 




A2 


19880608 


EP 


1987- 


117201 


EP 


269968 




A3 


19901017 










R: AT, 


BE, CH, 


DE, 


ES, FR, GB, 


GR, IT, LI, 


LU, NL 


DE 


3640641 




Al 


19880714 


DE 


1986- 


3640641 


US 


4912115 




A 


19900327 


US 


1987- 


125626 


DD 


270911 




A5 


19890816 


DD 


1987- 


309530 


IL 


84612 




Al 


19920329 


IL 


1987- 


84612 


DK 


8706250 




A 


19880529 


DK 


1987- 


6250 


FI 


8705233 




A 


19880529 


FI 


1987- 


5233 


NO 


8704955 




A 


19880530 


NO 


1987- 


4955 


AU 


8781876 




Al 


19880602 


AU 


1987- 


81876 


AU 


600995 




B2 


19900830 








JP 


63150276 




A2 


19880622 


JP 


1987- 


299612 


HU 


48619 




A2 


19890628 


HU 


1987- 


5359 


HU 


206208 




B 


19920928 








ZA 


8708914 




A 


19890726 


ZA 


1987- 


8914 


US 


5116986 




A 


19920526 


US 


1991- 


696677 


PRIORITY APPLN. 


INFO. : 






DE 


1986- 


3640641 












US 


1989- 


455722 












US 


1990- 


627514 



SE 



19871121 



19861128 
19871125 
19871126 
19871126 
19871127 
19871127 
19871127 
19871127 

19871127 
19871127 

19871127 
19910507 
A 19861128 

Bl 19891222 

Bl 19901214 



OTHER SOURCE (S) 
GI 



CASREACT 110:23726; MARPAT 110:23726 



Searcher : Shears 571-272-2528 



10/820904 




AB The title compds . [I; A, B = CH2 , CO, CS; only 1 of A, B may be CS, in 
which case the other = CH2 ; E = Cl-3 alkyl - (un) substituted, linear 
C2-4 alkylene; G = Cl-3 alkyl - (un) substituted, linear Cl-6 alkylene; 
Rl, R2 = H, Cl-3 alkyl, Cl-3 alkoxy; R1R2 = OCH20, OCH2CH20; R3 = H, 
Cl-3 alkyl, phenyl-Cl-3 alkyl, C3-5 alkenyl; Het = 5- or 6-membered, 
N-containing heteroaryl, bonded via N or C, optionally containing 0, S, or 

an 

addnl . N, and optionally bearing 1 or 2 substituents or a fused 
carbocycle; N = 0, 1], their N-oxides, enantiomers, diastereomers , and 
acid salts were prepared for treatment of heart failure and ischemia. 

2- [3- (Methylamino) propyl] phthalimide was N-alkylated with 

3- (2-bromoethyl) thiophene to give 44% isoindolinedione II (X = 0) 
which was reduced with Zn powder in HOAc to give, after acidification 
with aqueous HC1, 70% II.2HC1 (X = H2) (III). In isolated guinea pig 
heart prepns . 10-5 M III increased heart contractile strength 127% and 
reduced heart rate 17%. Tablets were prepared each containing III 25.0, 
cornstarch 57.0, lactose 4 8.0, polyvinylpyrrolidone 4.0, and Mg 
stearate 1.0 mg. 

IT 116578-58-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of, as inotropic intermediate) 
RN 116578-58-6 CAPLUS 

CN 4-Isoquinolineacetamide, N- [3- (3 , 4 -dihydro- 6 , 7 -dimethoxy- l-oxo-2 (1H) - 
isoquinolinyl) propyl] -6, 7-dimethoxy-N-methyl- (9CI) (CA INDEX NAME) 
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substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
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